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(57)Abstract: 

PROBLEM TO BE SOLVED: To improve the efficiency of liquid 

phase synthesis by omitting a reaction for bonding the C- 

terminal amino acid of a peptide to a soluble carrier; to make the 

selection of a raw material of the C-terminal amino acid 

corresponding to various kinds of peptides easy; and to make 

the detection of the interface of the first and the second solvent ""x/ 1 

solutions required for elimination of the second solvent solution ' c.^ ^H., 

in phase separation in a liquid phase synthetic process easy. C^*^' 1 /\ 

SOLUTION: The amino acid reagent for the liquid phase peptide V - - " 

synthesis is obtained by bonding the C-terminal amino acid of a . '^.'^'""Y 

peptide to be synthesized to an amino acid functional group of -.^ ! 

the soluble carrier. The amino acid reagent is obtained by adding / ***** 

an additive by which a kind of a C-terminal amino acid can be " 2 

distinguished by its properties, or the interface in a phase 

separation state can be easily detected. 
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fc*<Sv*Ta-fr*a»fe!B-»»»*«r#Ki-*-a*» (Hi ©7) 5. 
[ 0 0 4 6 1 

14 . ^^t-<l^^f K&i)ilt57 5 y^©7 5 ylil^S^^Fffittft, # /UK * S/ * 
[0 0 4 7 1 

(4. SB-©»ii**ix-t*ixfi»J^fltieLTfi^W3-cS«FUTfcJ;v^. » 30 

ffi £ © . & ft ft ft ft 1 4 L . 3? - © M ft A , ff-©»j«HiS*ftftS:*»Lfc»- 

m m ft a 1 t ie tt -r 5 . 

[ 0 0 4 8 1 

SlCil^BiEtL, N*Sl:«SiFmo c )i t' ^ L fc i^iiftl f C 7 ? y 
it 1 2 fcBtb, 1 2 ft B Id 8 fi? L fc , f Z^IiiStB 1 2 ttEttS, ^|Ig(D 

«J $ K , 8^»3i:ft»JiifcAilcB l 2^tt«&$tu«^*ix5. 

[0 0 4 9 1 

a 3 ir i4 , a«ia»*a6iSiE<i$ixTv^5. r^(4^*o©jpiat-^^^?s^>s?a 
a * \z 4 zmmmw.. ®*&iL# xic m-i-ti a 

ftJiHlCt, A0ttftit»WSr*»Lfc»-jgjlE*i8tS:*1-. A 0 K J4 , Al, 40 
Ala, Ala f , Alb, A 1 b f , Ale, Alcf A^Wi: L t^J tl5, r tl b 
© S * (4 & % © R ft © 9 ft # 88 © r t„ 
[ 0 0 5 0 l 

fi^»3^B 1 2*flll»t5*t 5*5, 3^iitt$nTJ3»), ^tLl4B12©Sp«tt4*^ 
e>Bl2&#j£1-Stt» (SEf ) 5 a, £%Mffifg (^/^f) t5 4^^3H^>7 , 5b 
fc if-Cfllfig £ *IT ^ 5. H 1 IC^f«t 9 H Sc © 2P if If ft IS « L, g^iJfiliCSio 

, c © qiflitt ^*#-e«|g * in 5 t*£ ft l t *> it (4* £ ib led fij T- h 5 „ :1vi:ov»t 
ttll-etftwr 5o ) 

[ 0 0 5 1 ] 50 



[0052] 

K IS <D 1$ 7 (4 , tz t x. (4* & & <£> if ft if lc «fc 5 RfcT - * T 5i fg 1" 5 ^ t h X' # -5 „ t> 

oi>T «4 & T- tft 93 ?" 5 . ) 
[0 0 5 3] 

MM/m~j§M$w#Ei£&*a1- 5 „ # ® <£> & 8 # t!p ix (4 , gE&T'&Sig^-lfro 
[0 0 5 4 ] 

5 „ rwtiOiH, f5-SjSE»*K*^^lc#BS8*jx5J:9lc % Sij IE « £ £ ft fc m - S $£ 
[ 0 0 5 5 ] 

m-^^i^fS/^-@^^ffiw#®$rft*o-r?)^®^*o#S 2 0 14 > tz k x. 14* m 2 »i 7 

\zm&w 3 ft\znA& ti zmmv>)fe± y^-v? a (mftk*) 20 a, 20a«t> 
f - - ^ v k 2 0 b H>b45fcot*fcot, -t > f - - ^ v h'mmmomnmte k*mm<om. 
«#tt£&mL, ; ew.taiiT-#E^^{±i-r5'bco^^ffiffli-^(i«j;^ 0 ft*j, 20cm 

0 a 1*1 |f|5 « « 12 H T" fo 5 „ 
[0 0 5 6 ] 

m 3 14 , l2l c flcm-^^^ft/^-^^^^ro#E^^^i-S^ffi^*(]#©2 0 £ #J CD #J 
i: L #H M <D ~ #J (ia«SJW^e6tt«*Lyt) T* 5 „ i3f©2 0 eli, Jt ( 
«[ It =■ * A> * - ) 3S £ # T* *> 0 , 20 f (4, * ( & It i * ^ — ) g ft §g T' & 5 „ 

[ 0 0 5 7 ] 

Rmfe&zm^t-tztzibic^ <n®m\c&mzmi)u lx %&-t z> % k'i-tii$±.m<7>K 

^WI?35^*P^gl4*«!)T-&59„ ft *3 0 9 + , l^i 3 OS ^© B 0 l±, SltlOl: 
1 2 , %<Ofo<Dm&®t>%i — (Dt§.miZ®MLXt,^Z<OX'B0 (ffiE^ 
«**»Lfc»-»«E»«) t IE m L fc . 
[ 0 0 5 8 ] 

* * 14 . W±lft0^Lfc^tS-g-fi)c7 p oir^|CT»ii/ < CT5/^KS^ft#tL. *B £ (7) 7° 
nt^©^*?rlSl±*t5:t^IIi:t5„ A ft: ft fc 14 , M ^ £ ft M $ j£ T l§] 

4cs**i5± ^ftnr^tttafricR isi7? / »tr»'frf6Srt;*:*i&uTai*iPi±$ 

-frSo £ fc # * (4 . Kcill^S Lfc^/f K©# B n pi'>i41i;t*tfi; 

[0 0 5 9 ] 

lmM$:Mfc1-Ztzib(D*&) 



ft^i*PlGD«fig^*T-^^te ft ( "I & ft fift ) l^oV^Tti, 01-385493 

j , #8 2 0 0 2 - 1 9 8 2 4 2 rftfg^y^K-g-figgEHj CTfll|jj*£*Lfcfc©i:|B]«-C 
*)0*W»»©a*a«O*«)|ftfJt«tt-J-5^, T IE © J; K-fc5, 
[0 0 6 1 ] 

f ft fr*>fiftl± Lt->^ D7/M>S©ft^*S:I£Lt»^|:ii. - # 5t 

A ( ft 1 . ft 4) ^*£*i55£#£&ft**Sta»e>ft5S:*:*ftft^fcT';fe»>, fi ft # A 
«-TSSS — «>*«C->-a>»«ttS:iBS«>SSft^ld:, - jft 5t A ( ft 1 . ft 4 ) © (RX) n T ^ 
£ *l 5 * $C 1 0H±©^ft*iS^{)Og->^ >^gI3 5)T-fo5„ (RX) 

n©R!i, S, *fcliN£S^JI!C^iLT^T?^Tfc&^&*»10«±©gHI:* 

mmx-h V . (RX) nWXIiO, C. S . *fcliN«:#LT£#8i & ft 

&mmizi£'&-r z%&i®X'fo <o . (rx> n© n i±, £#ss&ft**at0>e<§-$B.|&©s!i*j 

T- 1 fr e> 5 © 6 & T* -5 o 
[0 0 6 2 1 

fi*^*ff57 5 y^fiSli, - )& 5g A ( ft 1 , ft 4 ) KJl^TLllJSiJli, 7 

4 if T- ifo 5 . * fc fift a* -f 5 T 5 / || t t$£ 1- 5 t li , fit % & 1 0 & ± (O &k it 

*mm<oft8.ma£if/-$itz\3.mWimtLx, (rx) n©-gfi:fcottii> a -»sc 

A ( it 1 , ft 4 ) T' * £ *l -5 ft t> 7> s , - « S: » B (ft 2 , ft 5) T'fooT, -t © - » # 
-J&itC (ft 3, it 5) ©IfUl\ 
[0 0 6 3 ] 

* 3B « ffi ^ f- K fiS ffl T 5 / » *t 3K tt , 3-fig-f^f^:/?- K C * « 7 5 / » © N * » 
«»£#*S£-i*ixfcfc0>-e*>fttf, a* L< ftV*KJE*»feN*«J«r{R«-Ct5©-e«#fc 
^It'fcS, & & g fc o 1^ T li . Fmoc (9-f 1 oureny lme th 1 oxy 

carbonyl) J f: B t - B o c (tert-butyloxycarbony 

1 ) fc if # # 3S -e *> 5 . 

[0 0 6 4 ] 

W±©1?lfigfcj;i9ft^Mfi, 15i;t riaj nsw^ttfiftt r isst;; 

K © *S #i K , fc5^ftS4i;t r i a fj f*5Jl5 1 a ©r ^ ;i©N*s 

l-«ilFmo c fr Lfcftif T*fc5. rft&t*3Bi:L-Cfl!It1-;h,H\ ft *§ -g- fife © 7" n 
-t^<D^)*(6j±T*t-5o A ft #J Id li „ @4fc^£;ft,3i?ft^jgttt§#:|o:Ria!X7$/ 

5*flfC?H408lC***l5^n-fe^iS*iS$ix5»*iS»e)n5. ^ fig S fc T l± 
, llllld*^tt5^&©^#*©^1"tlfrl;ft^K^^fc^fri:J62p«L.T*5^, -gfig© 

^ ^ + y n ± * x =t © mm « fr h m & at ^ * m £ & -5 fc it -c «t ^ ^ t ic & 5 

o 

[0 0 6 5] 

# 3? « a ^ 7° Kt^fflr? ; mnmzMMi- z^btcoxmmttte 2 , 31511^1 
a 9 a * 1- V* . fiftir*s-g-LfcT5 / $ © «8 r t fc # «t £ n 5 ft t* -c g *a # l ^ 

tVMi5*sSS "i" ft fe *> - « 8] fc li , ftt*aiiIftfclS£-Lfc7S/ifc©S«fcj£;i; 

5 J: 5 I- L fc ?> ffi ft T- fc 5 „ ir x. li , aSiD**sfe*-c*>ntffeT?BR#giJT-#SO-Cv 

= » 7 * # a t- li « «i -c fo s . * fc , mutt, xmttmmm. s.xm. mmm<om 5 * $ 

mm Lt, ^ ft © ii ^ T* 5 ^ o fc)tf t > f-|; J: o t #9J L t t a l\ 



UJJ ur zou4-oaou» n zuu4. z. zo 



I tt#8U L T t A ^= 



[ 0 0 6 6] 

TjfcR4*--JRz:»Ji*««>*ai50**Blc*|ffl-*-5ii:t>-CtS. 1" ft *? *> . SB - © S 
If , RjSlliUiCftttKioTft^KRffioffBljliijSrioSfiC-Cti. d Z \z is V> T m 

^m^m^m^mxm- •fRz*jatov^r*i*>K:jt»i-*ri*a*Lv^*, « - * & # 

# % as ap ^ \z m. a -r ti i4 m m. -e # 5 . 

[ 0 0 6 7 ] 

*©»Jn4»ro*ttis«i*inrtB-cfenjf, # 8i * m © IS - -!fi-MM©#ig©&*a^i-j 

m t? <fc 5 . fl» Id fg - © }g £ , -> ? c 7- /u * > ^ © ft -g- m frh ft 5 * £ Id (4 , hU IC IS « L 
fc 4 ?l-SS-©*&^©*#tt&i«*5ffi#;4SRX^*£ft"5&*»i9S l 0 £1. ± © & * 
*SSr'bo^->^PT/U*>'^^^SB^T-*>9 > R 14 , CK S , £ 14 N £ ig £• ^ t L 
T^^T•V^T't.A^^*l^l0W±©^ft:7k*ST•fc'9, X 14 O , C. S, ^fc(4N5r^- 
LTKjJSto*<&te©«#fc|g£i-a£fc©»£#fcoTtftPfc-£« % *fc!4, ^ * ^ vu 
S> 1"5yS?r^LTiS^*D^©te©^^lc^-g--r5|g-g-^-C-$>tl^j;^ o - ft e, r ^ X 

[ 0 0 6 8 ] 

±IEIfB«*D©fcfetS-§-i-5*iD*roWB, fe*«r£tr3te^tt***K, £ 14 g m #3 ft 
•C *> <9 » Jn 4fe If- * T- tl 14* fe T- # S £ S S # »l X t -5 © T ^ - T >v ft M X (4 {I fij "C 
& 3 „ * It s $ 3t H\ ft ft 8 if * , Sit*. a5f*©ii53t^»W*KSr»JPLT, -fr 

m z % ^ it & m & titmw x # w x h z „ z h\zmm\^mmmnzmtiuLxmm8t±^^- 

[ 0 0 6 9 ] 

# s* n k , m - <n & & t m - <d m m t (d ® & n m\c h t ^ ^ x w\mm<» & m % & m-f z> 

JP % £ ?g L . gSUltlOiltlCioT, t@^«l^li©#iB<Sr^tB-r5SIMtLTI4, B 

2KB* SUSt^t • y K x *>5V^ttB3^H*$tLS3t-»*tlSro-fe>-!i---C?±E 

©&fctj 5: ft r ft 7L li J: P. 

[0 0 7 0 ] 

iJSiwife/ii'iassjf-v-At'aitsri: t x- £ s „ ^©s^^-*i*f*i*n© 

gsiPfe t LTSsAo LT fc ftp. "b*>5A,. &«Wfl-©ft^fi-»M. £fc(4#«M££ 
•ttiSr^iB5^f>^*p-efsai®©SJ5SttfeK«rS't:^-*t LTil^L. anasaii-fttf 

[ 0 0 7 1 ] 

[ * 91 © ® ft ] 

# £ 14 , «±KBiLfcffi*S£j«:/ni?*KT#aft7$yimitg&»0'-L. ffi ffl -g- © 7" 
□ ■fe^©^-p|6]±SraSHt1-5. ^^Wlc(4, BB**nfc*«-^fig«felcT@4t*$*L5 

«i4, ^^ft^y^ K©a«ii^^Lfc-<7 ,, f-K©# D D Ba'>4^^ic'b*fji;-r'<<-g'^i- 

-«t^;y^K©C-*ffiT$/i?JlJ^©3itl?Sr*S^irl-5 c> $ * fc , *«l4«ffi-g-^c7° 



or ^uuf-o»ou» « tvvt.t.io 

•■ ' t 

[ 0 0 7 2] 

#*K!K*:/B^3 - t ^ * H K K £ ff K A *i 5 fc ft T* 0 iz m £ ti & 7 a H x 

^*K$ix4ai**s ,:i 5 ° fc * * '* 121 1 lz * * n S * * 60 © 1" *i K * 36 K 

« X £ » ^ 1" 5 fc (7 T- <fc l> . 

[mi] &t§^7*^K-g-«fi©sg-#ij 

[12] K****-t>-^-^yK 

[13] mft^? 3- Y&fc'$iW.<nW > -m ( M $ # IS 6 li € B& L ) 

[04 ] «T ft f£ *S ft 1 ICR 1 iS7 5 / 6££!S£-f.5£;S7n-B 

[115] 5JIttfi«:itRiai75y8#g^Lfcfef 1 a f»Fmoc«igttft 

[116] srSttfi#l tR 1 , R2 8l7S;S*iS8^Lfc»Jll b f OFmo ctR 
£ i£ tt ft L , R 3»i7S /*Sr»*t5g)E7B-B 
[07] - jR * A ( {fc 1 , £4) © (RX) n © R © ft ft #J 

[08] - & j£ A ( ft 1 , ft4) © (RX) nCXfflA^itfcotO^ S . SfclJNj 
^LT5Sr#&gHL**8*lci|g^i-3ft£©»£as;feoTfc&^8<g-SB. * fc Ht . ^ ;* ^ ,u 

[09] -«5tA (<tl, -ft 4).© (RX) nroXCllHffcot^ C^^LtSSS 

[ fflF * © Si W 1 

i °i ft a ft © #j 

1 a ft *S ft i R 1817; ( ft 36 © W IB ) 

1 a f 1 a©R 18175 /^©N^ffitC&ffSFmo c ^ L « ( ft 36 © M 

) 

lb ^Tfttt fift <t R 1 . R2ai7^H(Og^ftf 

1 b f 1 b»R2il7;;iON*Sl:«SlFmo cj&SiB-£Lfc»SC 

lc TfTSttfiftiRl, R2, R38S75y«©g^*K 

1 c f 1 c»R3«7;/l©N*ffi|:SIlFmo c # IS -g- L it M 

4 M - © ft IK IC » fe-^BU^S^©T5 / ®? £ ft #P L fc , fg H ft ft « B 1 2 © 2p (i « 

5 |g-ft«E»iKB 1 2 SrS-^«3 

5 a m-ft«Eft«©»ai«E!S(E«) 

5 b 5 © - A -c , « SS M K # A ( '< jv 7 iff ) is X XI & m ^ > 7 ft if 

6 £-/8flr3©»£IH»^a 

7 Sf|-ft!ilft?£©i;£2 OJ:9^e><xS*ffiffi«*»e>*l3£LTS-e-»3 7S»e>#gfe1-5* 

7 a 7©-gR-C, £-&K8ft*ft|*i-S%tt ( E If ) . XKRHfS ( * >\< -f « ) , 
# > 7* ft a 

8 i^ftjtftlCR 1817; /i©N*ffil:«aiFmo c L fc R 1 8i7 57 I 

1 0 N£$i©{fcif*-C-fe5Fmo c^^l^*LT©tt^^--5^ft 

1 1 ffitt{t:$ttfcN*ffi^^lcl 2£^;/^K;i££-gJS£-tf5$!ft 

1 2 N*ffil;§HFmo cftf^^-^LfelS-g-BU^Sm©T5: / S 

2 0 Sg-ft!!«ft$/l&-ft&ft&©#ffi£1$&t-5#®&*0^1£ 
2 0a £/£tf3rtKffA£;ft5ft!«t>'tt-tr>1f-©7 0 n-:?' 

20 b 2 0 a © -tr > If- y K © ft T* . 2 0a©ft4»»cE|9:*nfc*ft4*ttS)^«a 

20c 2 0 a ©rtat Miii 
20e Jt ( «C W ^ * A' * - ) IS £ §s 



2 0 f * ( tk ttt * * - ) 

ao tts^s^^ m : ^^m -mm®-® 

A 1 a "JSitfiftiR 1817; / (1 a) Sr »- 08«EC8» L t 8 

— 8 j% 8 »S 

Al a f 1 aKtfcilS^-g-LfcM (1 a f) *SS-©»«E^**Lt*-««t*« 
Al b ^SltfifttRl, R2i|7;;li»g^«f (1 b) 
L it % - « & ® ® 

Aibf i bic{s^s«rig^LfcfeK (i b f) z%~<Dmm^®MLitm-mmmm 10 

Al c -BT&ttffittirRl. R 2 . R 3SI7 ; yllrog^ftf (1 c ) * Jg - © 8 «E 
Al c f l cl:SH^^U:ftI (l c f) Z%~<0®miz®ML1tm-®m®Wi 
B flOSI 

BO ttS*St«:*»LfcSS-»JSE«« 

B 1 2 1 2S:»Z©iSlttJ-*»Ufc*-*«** 

R 1 . R2, R3 ^it^^^f KI5:*^t57;;SaS 




or ^uuf-oyouy a zuu4. l. 10 



im 7 } 




HHHHHHHHHH 
H -C-C-C -C-C -C-C -C-C-C - 
HHH. HHHHHHH 



HH HHHH HHHHHH HHHH 
H -C -C-O-C-C -C-C -S- C-C -C-C-C-C-N-C-C -C-C- 
HH HHHH HHHHHHHHHHH 



[18] 

R-O- 



R-S- 



R-C-O- 
O 

R-O-C- 
ii 

o 



HH HHHH HH HHHH HHHHH 
H -C -C-NH3-C -C-C -N=C-C -S- C -C-C -OS -C-C -C-C-C - 
HHHHHHH H HHHH HHHHH 



HHHH HHHHHH HHHH H 
H -C-C-C-C-N-C-C -C-C-C -C-O-C-C -C-C-S-C- 
HHHHHHHHHHH HHHH H 



" — fQ&A<n (rx) n icascra 



R-Nh 
H 



R-IM- 
FT 



H 

R-IM=C- 



H 

R-C=N- 



—&3A<D (RX) r»(C£>1?£xU 

C\ C. S. N£^T^SB^fc*3B&lCfS£-r* 



[19] 



H ft R' 

R -<> R-C- R-C- 

H R» 



H 



R' R" 
R-C- R-C-C- R-C=C- R-C=C — 



A" * R» * 



— A3^A<D (RX) n(Z*it*&Xl3 



